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(57) Abstract: A process for producing a sustained release preparation characterized by comprising removing a solvent from an or- 
ganic solvent solution containing a hardly water soluble nonpeptidic physiologically active compound, a polyvalent metal compound 
and a biodegradable polymer in an amount exceeding the solubility of the biodegradable polymeric in the organic solvent in the ab- 
O sence of the polyvalent metal compound; sustained release preparations obtained by the above production process; sustained release 
JJ" solid medicinal compositions containing a nonpeptidic physiologically active substance and a biodegradable polymer, wherein about 
^ 0.05% by weight, based on the composition weight, or more of a polyvalent metal is present on the composition surface; etc. In 
f^*. these sustained release preparations, the hardly water-soluble nonpeptidic physiologically active compound is uniformly distributed 
O and the sustained release effect of the hardly water-soluble nonpeptidic physiologically active compound can be stably achieved. 
fs| Moreover, medicinal compositions containing a nonpeptidic physiologically active substance wherein the early release of the phys- 
O iologically active substance is efficiently controlled, a process for producing the same, etc. are provided. 
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hB/<>-J?^4if) , (2) {£& (C,. 4 ) T/U- = ^.>-(S« (C..J T/^A' 
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£ * h^y^A, =.h* 9 S*7M*Z) > (3) A-CH (R 4 ) -OC 
OR 5 (i^ R"{* (a) 7K^. (b) K*»l-60««t>U<fi^tt^©ffi 
$fc7A*Ag (0!U y?VK =f7l\ n-^okVK ^^b^ n-7=M-\ 
W y/f/v, t-y^/K n— <Y V-<y^/K ^-O^Aft^) . (c) 
5 2-6 t> L < li«©i«7/^= AS£ fete ( d ) 3 - 

fcmU R 5 tt (a) «*»l-6 0E«lt>U<Ht^tt^©ffii»TA'^/l/» 
(#k y^A\ xf;K n-^nf/v, ^y^DtVK n-7>A % yy7fvK 
sec-75vK t-7>A\ >T y^>"?vK ^-^^Afti*) > (b) 

10 ^it 2 - 6 ©Kit) l< ttMftO®li7A-y^;US, (c) &3&»3-8<B 
^^oT/^/H *>-y n A\ v-yp-^vA, P^T^Aft i*) 

fciXttlE4fe£;ftT^Tt>J:^7JJ--A-£ (0y % wp^m** -hp, (c 
x _ 4 ) 7A'^A\ {£& (C,_ 4 ) T/U3^^ft^«r*UTV>Tt>J:V>7*=/l/*fc 
fi-^y^-Ag^^) -CS^^ttfc^^ 1-3 ©|£»7;^;H (01 «OS>VK 
15 p-ynp-O vvK 7x^fA', v-y p-o-^a y ^vk >-y p-^^iyAy : 5 L 

Afct*) , (d) K^i5:3-8 0^^nTAdrA'bt<«e^^aT^TiJ:V> 
ry-Ag ^P<f>'H^, -Hp, « (Cj_ 4 ) 7A*A, {&& (C,. 
4 ) T.A3^^ifSr-tbTV>T^ i^7x^tttt7f/H4if) 
nfc«#*2 - 3 ©j£»7;w^=^S «» t5/^Clf^K T'n-inA, 
20 7 1' A N ^y7P-^~Aft^7A^~A$|5£&ofc<£&^) N (e) 

T^Tfc =tV>Ti)— AS 7i=;Kp- Ml A % ^y^A^tf^P-rVj^K 
= M (C x _ 4 ) 7A= 3 r A N {£& (C,_ 4 ) TA=^i/^^Sr^LTV^Tfe 

i^7x=/i/itfat77 i /H/j:if) % (f) **»i-6©itiltL<f4^a 

25 n-y*h=3rv\ -fy7F^v\ sec-7* h ^ t-Zfh**/\ n-OfAvt 

*<>\ ^y^yfAt^r-y **^3-A**Wj:}?) y ( g ) 

iM8i> L < tt£ttjR©<6ifc7 A-*= n * >-g ({fij x 7 y o * v\ ^'y7f=n^ 
*>&£f) > (h) 8 PTA^A^-^^'S (0y % i/yP'O^A 

Jr*is\ y'^A^^Jfy v^n/s/f/^Jf^i:) , (i) ^3HSc3 
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fci?) fcL<fifitfe$iiTv^T'bJ:v^y-A-S ($1, ^u#>Wft* ~Hd, 
(SfiS (C X J 4 ) T/U*A\ M (C,. 4 ) 7;u= bT^Tt>«fcV^3: 

5 ^^^n^i/, 7x^P^fy\ f^B^y^/M v'-^n^drvvM h 

'✓tt&JSofc^ftir) , (j) mmm3-8<Di,?nTfr*A (m. *stn^- 

y-^S w> ^*?yw-*, - ha, <g& (c x _j (c,. 4 ) 
ot«4W (k) mftstLtv^t iv^r y-zi'^e/a; (flu 7^7 

©0 (c,_ 4 ) rymr7^*fc«:r^u* (Ms <&R (c 2 _ 5 ) 7^#yf/K •< 

20 <b=fcvM£^ (C,. 4 ) r^-^/wS (ffjlStfcR 1 ,!: Lt©»>f^MU5 5S 
©ftiiHtf^^iifc rg^^tt-r^T^ctv^a (C x _ 4 ) T/V^/V-Sj 
tw**t>w#aiirffe*ts) > ^n^v/i^p, ^fd, >-ta M (c,_ 4 ) 

7^ = *^% lfcl>U2fli©i6tt (C,„ 4 ) T tlX^X fc <t ^7 5 

JdJU-T-**-*-*® I:tt5 51tts £tt¥W-*-fcfc%£JBWft#T (to*.**, 
v7/, N-fc KpdF->*/W<A>f 5 (-C (=N-OH) -N 
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H,) , fc5^teg&£ftT^Tt>£W£l£ (C,. 4 ) T/V*;\sm*tHt7^Am 
-e^n-r Jlftfll Sftfc (1) ;*/Vtf>>vl<S, (2) 7h7/UA-S N (3) h 
'j7/Kfu^*>^/V*yi7U'i (-NHS0 2 CF 3 ) , (4) ]) >'^£, 
(5) (6) N, S, 005^0 Ifll*fctt2ffl^±4r^tf5~ 

7 * (&*L<Mt5~6A) <D^^oe^$nTV^fc«tV^^SW«fc9 

R 1 i: L"03: % gm^n-C^TtctV«S (C x _ 4 ) 7;V*.>v ($k *7A', h 
!)7i-/Mf/K n^fV^f/V, if^v^f/V, p-^^i/'O^V, 

p -=hp/<>^^) ^t<f±T->/vs (#k isa (c 2 _ 5 ) t^s^a*, 

2, 5-^tKD-5-,t^y-l, 2, 4-^-^rf-> f Ty-/U-3— <( A> (& 

{60 (C,_ 4 ) 7/^U>', -CO-, -O-, -S-, -NH-, -CO-N 
H-, -O-CH,-, -S-CH 2 -, -CH = CH-4W#»f bft-So 
AWE**, ntttl*fcli2 (ff*L<ttl) Sr.^1-o 
tulE^; ^,iA fig&S R 2 $ b CHI Sr^T LT V *T t <fc V v<y* >m 

!£g&S£LTte, 0lR{*\ (1) -^n^V (#J % F, CI, Br&£*) , 
(2) v7A (3) (4) «&*ftWTfc iVM&R- (C,_ 4 ) 7/U* 

(5)®«J(C,. 4 ) 7A-3^y, (6) jWft^tiTwcfc.fcivrs 
7^/, N-iSiR (C,_ 4 ) T/W^WT^/ (R f?/V7$Ste¥) , N, N 

7 5/ 7i^7 5 y * , 11^7 5 y y y % t'^vv 

y, fc^7v'A N-7ai~/Vt^7^y&£f) ftif) % (7) s-co-d' 
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D' ttti&mt.tLftT ISM (C,. 4 ) T/Va^fv', 
(C,_ 6 ) 7 fr* J 4 frHr* 9 s (&L 7th^>, fcV* p jv^r^r i/t£ ¥) s 
« (C,_ 6 ) 7^=dr^^/^^/Wi-^v- (flk h 3r'>'#A 
=t h**'*/^^**^**?) fe^ttfiJR (C 3 _ 6 ) ^nT^aH'^ 

^"Ct>J:VM&& (C,_ 4 ) T/Vr^v'&^-f) X°mt>£ftZ>&, (8) g 

&£*LTVvr i t>«fcvM£i& (C,_ 4 ) TAdfA- (fulSLfcR 1 ^ LT©|BW ^Sr^ 
jftL5 5£©«tt*fcLTfl*£*ifc Mi&$ft-cv^ i i>J:iM£« (c 1 _ 4 ) 7 
£R«fcfc©#ai*tfe>;h,a) tL<H7vW (0!U {£& (C 2 _ 5 ) T 

15 rv>TtJ:v>ffijR (Ci_ 4 ) 7jv*;v (M, tKKSs ^/u^^i//^, ad^>- 
fc^ft&SftT^Tfc.fcvM&IR (C,_ 4 ) T^A'tuX) , ^ntfyteZtW 
* U < , fi&£ R 2 t j| A $ * V n £ £ # i 0 L V \ 

£LTfi, «*.tf, (1) :**^7i^*fctt7$ MbSfrT 
•20 V <b ct V \* *>vHi, ( 2 ) fh7 % /iJ ( 3 ) h i> P / > 

^yu*yKr§K2s (-NHS0 2 CF 3 ) , (4) !Jy»S> (5) ^A-fc^K 
£&ifa$W bft, wtlboS«S^$i^TV^T 1 bJ:v^{g;^TA• d rA■S (iWBL 

TfciV^ (C,. 4 ) 7A^U«j ^«*tOWe,*i5) t>b<«T^ 

25 ;n (R &m (c 2 _ 5 ) 7;^y^/K $*vc^Tt> 
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ft, 0Ss.tf5£-CO-D Dli (1) 7kB*& (2) H&SjVCVvtfcJ; 

V^TS;/ (0l*.fi\ NHftft (C,.J 7^7 5/; N, n-->*{£ 

ft (C^,,) 7^W5/4« (3) ji&SiiiT^Tfc.fc^T/Va:* 

♦> {tfl (i) TA-^/HW^#*ia, mfeZtlX^Xb^^Ti; M, T$ 
5 A N-te& (C,_ 4 ) 7*-*/1/7$A N, N-v«* (C,_ 4 ) T^*)VT* 

jR (Ci_ 6 ) T/V=¥/Wf"^-> @& (C 3 _ 8 ) v'^ BT/Ua^-^&SVMiftSlSixT 

J: y (#!k 5 -y^vw- 2-**y- 1 , 

>-4— i'A-ftif) -eS&£*lT^Tt>«kvM£ifR (C,.,) 7/Va 
10 14 (i i) ^-O-CH (R 6 ) -OCOR 7 [:£4\ R 6 (4 (a) (b) 

-7°PtVK -Yy^nhVK n-T^K -^y^K t-y^/K n-'OfvK 
1- y -O^K V=?vV& if) , ( c ) 2-6 OE* fc L < fi^tttt 

<75<Si(RT/l^^=/US*fcJ± (d) ^%t3-8<D*>?nT.'\'*/\'m (#J N *st n 
15 -^>-fvK ^^n-^^^K V*n'V7 , fvVft£) R 7 te (a) 

- 6 Ott^t L< f±^ttttOfi«TyV^/u* (#1, y n-7°n fc> 

-ry7°ntVK n-^f/K -fyy'^/K sec-y^/K t-y^/K n-'O^/K 

jyo-^/K tt^sf-frialf) , (b) ft*»2-6 0ii:®tL<tt^ttJK 

<D&M7 (c) «3-8(DV^d7MM (#k *>yn^>- 

20 5vK v'^D^^rv'/K n^y'fvl.&if) t < f4ffi&£*lT I^T t> J; V>7 

An^yf^ ~hn N {£0 (C,_ 4 ) 7A^A\ (Cj_ 4 ) 
7 * i, -ft if fc* UT V ^ t «fc V n y x te7 7 f/i-S^ if) t?B& $ *l 
fc^l-3©W7;^/vS (0J> -<^vvk p-^pp-<y>vK 7x^f 
A% v'-^n^y^/v^fP/K ^n^Sz/wy^vVftif) , (d) *3H8fe3-8 
25 O v- * p 7/V^ A- t> L < $ tit V t J: V ^ U - ;UjE (#k ^ n ^ N 

-^p, (C,. 4 ) 7A*/K 1£ft (C,_ 4 ) T'^a^-XtifSr'firLTV^t) 
J:^7*=/U*,tfi^7fyt'a^i:y) ^xfc^tt 2 - 3 ©ISSl7^ir= 

a-s (#J> •>■>••*- */n?0tf=/K y°D^=/K ^'yyp^^A^ifco 
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7x-/K p _}»y^ ^-7^V^^n^>'J^^ -hP, {£& (C,_ 4 ) 7VW 
te» (C,_ 4 ) T/^=^v^^^ ; S•U-CV^-r'bJ:^^7 ; c^A•t^fi•t7^ 

A-gfr a , ( f ) iK^ic 1 - 6 (Omkh L < l±^t«W7/^^r^i (0J> 

^^yTyutf-^vfctf) > (g) K*»2-8©E«t>U<tt»tt«©fi»T 

/V^r-Ddrv'S (-^"J. 71)0^^ -f y^fsn^/ftif) ^ (h) $*&3- 
8(Dv'?D7M;Wf^fy-S (R V* P-0'fvV;*-^v\ P^^A-J*** 
v\ v-^ p ^-7f-A>7t* ist* tl s ( i ) 3 - 8 <Dis? n T)V*)V (0IJ N 

10 s^p-^^/K ^^p^^r->/K v^p^T^Aft^) fcL<»ift&£*i/'Cv> 
tt>i^7!)-^S (M+ **#>Bft* =hPx tetfR (C,. 4 ) 7A*A\ 
IB (C,_ 4 ) TA = ^v*^^tT^-C^ctv^a:=yw^fc{i^7^A£^^) 
1 - 3 (Dtel7/V3 ^rv'l ^>v : p*v\ 7i^o 
n^yW h= a rv', ^d^^^^ h ^ v & if <£>^ h^v", ^ h 
15 Jf-^n-^n ^^f v\ ^ y #^r->^ t^T/W^ v'^^^t i') , (j) 

^fvKtJ?) ^ixteg&^ft-o^-cb^ry-AS (#j> ^p-y>n^-, 

^hn, {£® (C x _ 4 ) 7;v^f/K « (C M ) T if Sr^TLTV^rfc 

20 P * v £ (ft % v- > -T $ P * v'^O tf ~ p * >\ T 5 p p =3r v\ 7!lB^ 
^yyp^p^v'^^tDT/V^-P^v'^^o^O^if') £fcfi (k) 

WiLttt, #J.ttfx -COOHTO^ "COOMe, -COOEt, -C 
OOtBu, -COOPr, ^a^At^f-v^ h**>#/UjiX=/K 1- (v^p^ 
^v'A-^-^^AjK^A^^v') ^ h^v'^A-jff^K • 5 7"A~ 2 -d-*y 
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-1, 3-i?tty\s>-4-<<A'* h=^>#/M?3vK 71? h^v^ h^v* 
/W#:=./K /d^b^ h .M^K n-^y D^ri'^ h^rv^/V 

tfrvK ^yyf!JB^ h^r^yV/K^K 1- (i^'>'M*sd*^) 
3i h*So&/Ujj5=:A\ 1 - (T-fer h*>0 ^ 1 - U V^f 

©£frrtKJ£fcy) -c, ^fcWb^tc^^-^ coo", 

±15R 2 £ LT^ xt-CO-D K^, Df* (1) ?mm*titt (2) 
yV^^TK^S, 7 5>\ /NPyV, {g® (C 2 _ 6 ) 7A-*,M^i/ (0J N 
T±h**>; ify<a^M^t£}f) , {£® (C 3 _ 8 ) v->n7;^/^/kt 
3^>\ MS (C,. 6 ) T./V=idr^^7K^/V^-^^ (&U t h=^>#/u#=/M- 
i h^v^/v^^vt^^^i') % {£® (C 3 _ 8 ) ->^D7/V3^^A' 

TVva JiiSR (C 3 _ 8 ) S'*n7/i'3*^*&£;ixT^TfcJ:^i£& 

(C!_ 4 ) T^3**>«:*f] ^fcinSSWK, *d»-Ct>*/u#*->- 

WUT^fc7k*JI»j m*5»t5 rflHbjcKfMj JrUTte, (1) 7A- 

(2) T/V^^Ss (3) 7/1^-/1^ (4) v/^p7/^/H, 

(5) ry-/vs, (6) Tvfr^fr&Kz&mffbtiz&s t£t*vbr*** 

y^/K -YV^fvK sec-T'fvK t-T'fvK 'O^/V, i -^O^A, ^ 
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iiiJlE (2) <DTAfr=.jV&b LTtt, Rit2~8g|(Dtt7yV^^vit" 
milS (4) ©^^o7.'V«i:ttlt ^lt3~6lS©tt^D7^ 

?mm, fmztir^xb x^r^/m m. 7$/, n-m (c^j 7 a- 

W^y, N.N-v^M (C 1H ) TA-^r/VT % An^y, « (C 

!_ 4 ) T^^^v-S, M(C 1 _ 4 )T^^^f-«^^-eem^^^TV^Tt ) J:v^ 0 
ffjfB (5) (DTv^Jl-mtLXi^ mx.&-Oi/A\ 7x^f;u/j:^7x 
15 &fe (Cj_ 4 ) 7/l^^fr ^folfbtK fjf3. (6) CDTU-A'Si LT 

i.tl^D^^ (0>J % F,,C1, Br&if) s -hn N fi^^ttTV^Tt) «t V^T 
■ 5/1 75/, N-{£0 (C,_ 4 ) 7;^./V7?;, N,N— (d_ 
20 4 ) :> / ft if) , MS (C^) 7/^3rv' (R * h*S^ ^h^fv' 

ft<!f) , « (C,_ 4 ) T^^r/^^- 7< 5vl^3h, ^A-fWj^) , <£ 

& (C,_ 4 ) 7A'df/V (flk p»fvK ^A-ftif) fc£*:frLWCfcJ:V\, 

25 v^fcJ^7A*A-£fcte7/W7-~Ag (0!k zk&g, 75;l« /NB^>tfc 

(c,. 4 ) r/va^^s-csm^nrv^T'bivNis^ (cvs) 7/^/wt 

tcn&m (C 2 _ 5 ) T/Wr-A-gfcif) #»*L<, (C,_ 5 ) 7 
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fcfctt* f^folfj <h LTfi N -O-s -S (O) m- [mfiO 
/j^L2©8ft£7Ft] % -NR* - [R' ttTk^JK^fcttiSilR (C,. 4 ) 7 

±Blt4i»"e.t>» R 3 <b L"C(3\ -0-, -S (O) m- [mtt0fcV*L2© 
SB***"] 4fctt-NR' - [R* tt**JK«fctt^ (C,. 4 ) 7A*A- 

(C,_ 4 ) 7/^^^^«5itStiI^it^TU^« (C x _ 
s ) T^*/U*fcttfiift (C 2 _ 5 ) 7/^=/H*^^L<, 

* (I) ^^57yW>v'>lI»l^to^/f»^ 



(5£*, R'fi (1) *A#>vvUS, (2) T hy^V A-mHtzlt (3) 



itt-0-*fcl*-S-&^U j»4> = 0, >=S£fcfi> = S (O) 
»c11&*;lxtV-C't>J:vM6*& (c,.J t/u^a- (#1, tK^S, #A-*>>yv£, 




(D 




N— i 
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G&te^yHym fc*u R 2 (iA-co-D Dtt (1) 7k^mt.tc 

it (2) TA*}VUftfrim&. 7 5/ , ^D^y, ffifi (C 2 _ 6 ) 7 A* J 4 
A***,' 7±Y**i/, tV<p^yK^^v-7feif) % {&m (C 3 _ 8 ) ->*u 
5 T/WJS'(A'***s's iSM (C,_ 6 ) r^3*^*^#s^^*> (M, / h^r 
•>*/Wa|5=/Wd-^'>, ^h^S/*^*^;^^/^) % (C 3 _ 8 ) 

» 

(C,_ 4 ) 7 (C 3 _ 8 ) i/^n7/W3^VCam$tlTV> 
Tt J:iMftiR (C,_ 4 ) 7A-=» "OfcibStbSfct^U R 3 te-0-, 

10 -S (O) m- [mliO#V>L2©S3£&^1-] Sfcli-NR' - [R* ISzk* 
Sftfciifta (C X _J 7A*A*7jktl ^LTi^LT^T *K 
& 7 5 ^n.yyfcj;mg® (C^) 7/^^>I^b»51li 
-effiftSft-CWCfeivMSfc (Cj_ 5 ) 7/w^v**:fHS» (C 2 _ 5 ) 7;^=^ 

s (mt.L<i$, \m (c^g) T/^/Ufciiti (c^) tv^*^-, ±o 

^|^*^*fctt*©3ll3a^W»c)fr«Sn5 L< » i <9 toft* 2 

-^h^v--l- [ [2' - (lH-7F7/-/l^-5 — t*7i^-4 
-"f A] ^^-/U] ^y/'f 5 A- 7 -%A#^ [Candesartan] , 1 - (*> 

$ u^VAjt^^-fiAifs-Aisr^s) ^A 2-^h^rv—l- [ [2* - 

20 (1H-T h7 "/—A- 5 — (A) \?7 x =-A- 4-4 A'] ^ ^VX^ 5 

-*V— ;V- 7 -^;V#>->-7— h (Candesartan cilexetil) % t°.'<n /Wf^v' 
^f-jV 2-^h^r^-l- [ [2' - (lH-rh7^-5 — (A) \?? 
*-A- 4 — (A] y ^/U] -O-X-f $ *V-A— 7 -#/M?=*rS/7- K 2 - 
ifH'-l- [[2* - (2, 5-vtKD-5-t^y-l, 2, 4-** 

25 f-^7 /U- 3 — (A) t7i -A— 4 -- f /V] ^ fvU] ^O'X^I' 5 #)/—A 

JblE Lfc-<yX^ 5 *V-/H***ftttu #l;ifi\ EP-4 2 5 9 2 1, E P - 
459136 s EP-553879 > EP-578l25,EP-520423 > 
EP-66827 2*^IBiJ^SPO^jfeXtt J tixfc!|li:fc*ffi*^fcJ: 
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bfc~Z!ifeX*fo& 0 $.tZs Candesartan cilexetil Zm^Z^iat, E 
P-4 5 9 1 3 6(c:fBS^^n^^^CM^B B B^ffiV^o(0^j:V^ 0 

*£&jr$) (R h y y ^A7 s ^ h y afvur 5 >\ t° y > >\ 

f3!)y, 3L*y— /U7$>\ i?x^/-yV7$V, h y y-A7 5 >\ > 5 
10 ^^n-^df-v^A-T^ N, N' -i/^yvvHf Uyv?7$ ^*i*©#Mir 5 
>«> 7 A=¥- >\ y >'y, /fA^fy^ £0>*fc2H47 5 / Sfclg^) ft £ £ <7>ig 

^^9. A I I JSRft^KlC^B K5 ? tttt, A I isftft^©7$y 
S^7vA<k, 7A*Afk, 9AJ£fk£tL7Uk^ (flk A I I«^©7 

20 $yK#3cf a-yviVHfc, 7y-Afk> ^vfA7 5 y # A#=A4k, (5- 
y fA- 2 y - 1 , 3 - 'J-** y 4 a) y h **s% jvaa^Mks 
rf7tKn77 =/Hb> bT o y v Ay f-Mts o W A** ?vWk t 
e r t - 7 fvWk * tltcit&W) f£if) ; A I I ttttfcfrtt 7 v'Afk, 

7A*vWk>. Vkmts te?m4k£lnit{k&® (M, ai i »0t:<k^4feO7KttX 
7^ y Afk, t y =/Wk, ^ ^A7 ^ y y ^at? A#^Hk£ftf::ik-8^& 

£*) ; A I I^{k^C07JA#^v/AS^o:^xA^ 7 5 Kf fc £ jflfcfb£» 
A I iaffiWfc^) ©^A^^r^AS^jL^^^xA^k. 7x-./H^ 

TvWk, *A/j<^^y ^/i^^rA-f^ i-Vf^7$;^f/n^7;Hk, 
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a I ifemt&®<r>7* Ky^i, j£JH#j£i 9 9 o^fiJ resifr&o 
UH3&J &7g$HP&ff-l 6 31^1 9 8JtK!E&£;h/0>5 J: 

Hits a i itt^b^#itt^fDWJ:^7Kfp#)OVNTtt-CfcoT i l>«fcv\ 

10 

B. #tt^JR|J10V^T (1) 

20 ^ffli^ftSo 

&JSte£ 4b J f ife^TK fe 5 v n f± tK & L T v * T «t v >. 
£ffi£M©#*l^*fM»lil/CHU 0Ox.tfffi«&, */^>!)A, 
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ISfP <D V N-f jit o T =fc V \ 

/UaK^R (08 n MSL S» ^B^yS, 

xtyhS, ^7A-=r>fk *^y^iMW *$J:t;«*»:2*VNL 

^m. m. ■7D>t, n/N^i, Tv ? t°>-$L tr^y>-sM» 

mmrn h y u-a* % ^;tff&*&2fci*L9og&fqji&^ h y * 

A-tf^m h y *n"< v ^m. 1, 2, 3-^* > h y * a-jkv-bww & £jwbv> 

kilo,, 

15 5teWkLXfts fclfctf^y =»— Ait ^ytyyg, ^hpy«, y 

20 5Sr*jssft t txfis f - y f a*, 7^; -/u*a* >wi t* 

mm. 7yftMm») . mmm. mnmm* ^^rvmrnmrn . mm** 
25 mmtvm. w. &wtmm. mtmrn, ?v=- 

/uttSM, ft^ffiib\ s^MtMf) , %mtmm&. (m, f-y 

jUk^A^A, 3<7<k*ui*y$&. 7y|k*/w^^) % «ek*a->^a % 
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i^/V^^A, IL^^v'^A, 
-^oi>^^v^a s ^3>g^/Uv/e7A^) x %$m#/l'i"}J*1& (09, £ 

S/* A [09, /NB^yft-r^v^A (09, 

*>t7A, Hte^^v"7A, a^ftv^v^, 7y{^^v-!)A^ , 

% ^#^-7^v-r>A±^ (09, g,»^V^ v 

15 tt£ftMMt&0tt CR ^d-^>« (09, i£{b$=, Hibtt, ^ 
(0>J, SIfli, f*U^/v^> 7i;-/^;^y^) ] , 

20 ^jr^» (09, iHbstt, mm. meatus*? j*. mt^ ^ wt 

25 3v «fc •? L < f4RK3E«S* fc f*/*5 «fc tWWbMtt, * mSftdS «fc 

t/®Mfcffil&0 l life 5 v Mi 2 ffiOija^fcrtirris/B v > f> ttS„ 

tttf 0/1 OOH 1 0 0/0, #*b<fil 0/9 0^f>7 0/3 0 T\ Sfc 
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fr£ L< \$2 5/7 5*»fc 5 5/4 5T*fo5 0 

^xt>£\<\ z.<D±ftfi#ffi&#v^-<D&mm*. m^mmw-o 9-2 2 1 

* b< }il /5 *»b 5/ 1 , ftfcff* U< f* 1 /2t*t>2/ 1 X'fcoo 

c. tcovv-c 

>7W- L - 5 ; -7 W *sWk#SL&W , * f- ^ > - -e U- 

i^^Z^m^'b^i-^m-t, D-, DL-fcOl^-fftfcffiV^ 

* r/vft if $ b l < %m- -'^mm^xh ©. 
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J$tt (*/l>%) lilOO/0~4 0/6 0Wt< 1 10 0/0~5 0/5 0 
11)5 0, 0 0 0, #SL<tt*&4, 0 0 0-^,4 0, 00 0, £&te#*L<tt: 

tis, 0 0 0-D3 0, oootfco. 

f*, 2-^4. OiWtiVKs *€>»C#bl. 5-3. 5## 

1, 110, 000, 707, 000, 354, 000, 189, 00 
0, 156, 000, 98, 900, 66, 437, 37, 200, 17, 10 
0, 9, 830, 5, 870, 2, 500, 1, 303, 5 0 0 CD 1 4 3I3S©zK 
U U^ZmmyoUt * j:-v' 3 y^7F^77^-(GPC) 

GPC^7^KF8 04LX2 (BSfq^X^) t, Mirlt^oo* 

t * sawsa** t s. r *>? l»- ^ y 

PC«lj&fcJ:5ft3F*&5H L *©#Sl0. 2~^)l. 5flF0«Brt-efc5::£&VMr\ 

w-^y =i-A-»*£H*tt, ant^y =-vw*a»e> ©ft«»uft* 

(4#MBg6 1 - 2 8 5 2 1*) fcSVM*?* *>T K£^y =7^ K«*<D8R 
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fcfcfrtb<Dtbl&&R^1tto&B& (Encyclopedic Handbook of Biomaterials and 
Bioengineering PartA : Materials, Volume 2, Marcel Dekker, Inc., 19 9 5 

IV n>'hn— )VY y I/— X (J. Controlled Release) , 4 1 # % 2 4 

9-2 5 71, l 9 9 6¥) fcfflv^ 5 0 

OlHftife &ftfej£|fczkM£fe, ttBSBS6 1 -2 8 5 2 1 

6fi^ft:tt^0383fijfe (0H;itf N WO 9 4/1 5 5 S 7#^*R#flg) T^ifT 

g£- ^ y ^ -A-mM'&mZ, Mx-ft^- y A (Boehringer 

Ingelheim KG) ^bltTBR§tt"CV^5 ^©Srffi^T "b 

D. HJfeoflHf* (l) 
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^110 L < fS**J 3 0 0 %^±, $ h iz&t L < ttifo 5 0 0 %J^± 

m&?>\<m) . %mmmtfcm wi^>\ **uy$o N 

^i^y^T 5 >mm&i- hv^j*. h y >\ EfitK**^ h y *° 

?-<^m) s -<>v ? ./i-Z./u=i-/K ^hd^;-/k f^of^^iJBL 
fcfiM&O. 5~jf$7 Oli%tfe!?, flitf, Kte£3&tt 
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mt Lxm^t-m-s. -matm o . 5^70 ± 9 u * t< \m 1 
6 0 mzftt t < 2 ~,#) 5 0 baw^s. 

WI«(aotI^o^\ HttBfcttWO. 5~^7 0li%f 
5 ft. U > 0iJxfi\ on^ ^^rW«^i: LTJBVNfciifc, -jfcttfcteift 0 . 
5-1)70 fift% £ 9 b < tm 1 6 0 mft%, L < telll 2 ~ 

Jft 5 0 A» P>3f£ftS. 

10 #*J 9 0 im%. <fc (3 b < lim 15^8 5 fl£f|% b < fd*J 2 0- 

Ktt4a?sttft*iii % %m&m\k£mte xxf±w^mm 

wft^fttt^T*^ Ktt4ifittft^iti, &m&mit-k®# £v$iWft&M& 
^ y -7-^ wit»i> t tit t lx t, ct < , $itm%.**^*-*m^ 

20 * t < tt Ot~ 3 0°CT'foo o ^»{cSi-5B#B9H:, ttB^fttt^^ Ktt£ 

* l < n 5 <b 3 h girt % « t>#* b < wt 3 o m* fe i b ort-cfcs, 

25 «fc y ^-©*«l»J(IE»««:, b < ttSilii J: 19 b 
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T#£&J£ttft'£i&tiU iI&#*J 1 Hft 5 0 S*%, «t 9 L < TO 1 5 ~ 4 5 

#fc»*b<«:jift2 o~4 o**%t?, M&PMfcg-fttt, 
5 as o . 5 h& 2 o «t ^ t < to i 1 5 m\mt. t < « 

US 2 Hft 1 0 

IS^I, S«>3i*JW, ^^n*^-tA-ait*|*if*!JtiL6,^5 

10 WS4«jW##*LV\ 

(i) 7k¥tt;Mk& . . 

20 ^»i-5o zomofrftwmiz, -&&)iatmnfom<Dmii&'~®i o, oo 

0 ffiK «fc *) L < TO 5 5 , 0OO§, L < TO 1 0 ffiF~jfc 2 , 

0 0 0§^feitfilo. 

25 r-a-vttjragttau (tKyitF^i, wyyitF^^ 7* 

* *sWfi&.^*7- )V [^^-> (Tween)80, V 4 — >(Tween)60 % 7^7^^' 
-tt] , #y**i/a:^Wfc^*>-tt»ilW*: CHCO-60, HCO-50, B^S^X) 
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L < Itlfo 0 . 0 1-10 fi*%<£&BT% £ (£#3; L < ttjR) 0.05 ~^ 

So 

±12©— L"Cf±, * */-/K x-fi/-^ 4 V? 

15 p kWTA a-Aft^^f feft* 5 * J -/U*5»* LV\ 

i^*^y ^K^«, **, #7*h-*, 

25 ^yvy n^*yy N 7As*?~isftzifimtr btiz> 0 zvohL-Tsv 

wftfcoaatEiMraRifi, ^*te©»8fiEas£3£&*©ift3SjE©ifi 1/50 
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V5±mk LTtt, 0S;ttf, h-/K 7* h-*, 7* K»>», x^T^li (0ik 

20 9^j3 o^*v>a«iisfflrt'eApai-5. 1 9 £f*rt#fi¥tt#'; -^-t ur 

gfiJLL't'M^tf? *te#a£J: «J 1 O'C^aSISBI, $ L< tt, *M 

07^W«iW4S#7^WJ; 9 5\^a&«5B-c;&Qa-t-5. 
MSB#K(i^-r * P#yi^<£g&£*fc:«fcoTgfc«5 fc<Z>tf\ — IftttfclW:-^ 
25 * P # g *fe&«j|f*©a*li:» Lfc«» ft 1 2 mm~m 1 6 8 H#^ N t 

< f*$J 2 4 B#ffl~#j 1 2 0 B#WJ> * t < lift 4 8 B#W~^ 9 6 ^B(jT?fc5 0 

BttnaftMk^jfefc LTfi, m*.&. Half, *MMt*fcH:^u>l»-e 



WO 02/074340 



PCT/JP02/02404 



41 

1+ (DSC) SrfflV\ JDlll^l 0£fct42 O c CT*#?fiL-7t|^(C#fetlo i: f 5 

fcS. -fttH^**' 1 , 0 0 0 p p m L < tt 5 O O 

ppmm ±!J^L<lil00ppm*igtfei<^ < t^ o 

ftrt£#tt#y^-©;tf?;<*S#iI* (iiS^J2 0~6 0"Ca«) ^S$i: Lt 

+ 2 0 6 0^#$L<{*+1 0 5 0°C N t<«0~-4 Ot^" 

£&fc:#*L<l*-5~-3 0°C, ftfc$?£L<tt- 1 0 2 5r©«*f5H 

t*5^T-|MkK*«rJ«flE^ i UTttffl-TS £ # ©:&5|HJ*JBE;&fi*& 1 ~ 7 MPa, 
L < JtiKj 1 ~ 4 MPa, J: 9 fr£ L < fiftj 2 ~ 4 MPa T?fco D 
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wttfy*. -mimm&wxy^ &&&& ®m®m, ms.w, &m&* ±s 
**m*tbfc«p«t«:. tttmi, i»jE^j«Bi#«rar, miters 

15 &&Msto 5, 
(II) ffi^Btfe 

©«WC, 37tM->>'a vn^WfrTte* \zMtlX-*<( 
20 A-&#rttt, @lb£-frS 0 ftaTtM-i V#Jttttffifl^0ffiO. 0.1-1, 
0 0 OffiK #4 L<tt$J0. 05~500§, #H^U<li^lO. 1~200 

25 v^©-e*>*itf»ici8j&f4*n*v\ *#Wfa± % w*.ff % > y ay*, =f-^», 

V*. ^Hjft, 7 fiftfttt. n-^^rf-y, n- 
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(III) 

mzTjxtmm&hZo z(D&, >&m-?hM, tm (i) o^fft^^ia 

15 (IV) 

!B«LfcotR«o*a^a^s:fTofc«fca««*, *fettt*na««fc, miss 
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%i mmfimowmm) l-csjm-s 

5 Jlfe$r£fWW (R S^-V (Tween) 80, HeO-60*?<&*®J£tt*^ t7/VnyR 

&fti-hy*A, t^h-zk y^t'h-A-, 7"K*$f, 7°ayy^if) 

»itLt^0. l-3 0 0(imJ?*U<|^0. 5 ~ 1 5 0 n m^lSH^ 
L<tt*&lJ&»fc 1 0 0 MmO|5IST"fcoo 

(Ms t K 4% -^**> 7<; K fc»LTSfc£*E 

20 11*^^ Ltffil^riTOo. 

S^SStefb^O 1 Safe 19 LX»4, &$t£S^J# l 

25 ««-e*)S»^, »*L<tt, fiRAlASfcOftO. 0 lmg-10mg/k g 
#fitf>®H, £e,fc#4L<ttil&0. 05mg~5mg/kgM©W^3l 

1 0a 9 <alfc*M^jM©a:-»ttx )£A 1 Aa ft 9 # $ L < tt, JKi 0 . 0 5 
mg ~5 Omg/k g#fi£>iSIk *e>fi&*U<liiKO. lmg~3 0mg./ 
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^mmis mmm^i^ i^n^im, ^tam^n 4^ 
5 ttz, *%w<Dmmmmz. s^tt>, m&m. mm m<mm 

JKffl <D TOft £ U: J: 5 if§#tf)^te;6*;g t v ^ «> , if? 
QBtik * © r. t tmft £ ft 5 0 

25 «;^4|*tffe*t5. 

sir, «m> ^«a**^) , msk'smw mmmmm^mw. -®mmsh 
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wm$<o&%&£xfi®&m wmm%, nitmts b 

mmm, m^m^im m&m&mm&. mmm&^m, mmm&wim 

z^tsmmmtm mum. mmmmtm, mmmmtm, mtmmmti&tt ti , 
jkwsEff, -<y* — tyi/ay (g^mw^ ^T>h^Ms mam?* 

mmikikm, wms^mnmmms ^iiiitt£> Mttik&ttJhim, 

ri&ifcffiMSSKtS, W /-#i> , ftWt-SMIPMI cassia 

f£if) , m&m, nmmm. mmm, m^&, *$m&, mm&^ 
20 im, mnmm (5o#j % ta^Aa T^=-/Hfc#i£fc*f) » (#s 

^©uejEttw^s ; tmm ^mmmrn ■, mm, jum^* 

teJ3*£, #y=Wf*K MM itttiDfv h-^*, 
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5 ««<tif) > @^m*, mm m&m&m. »tty (#k » 

ft if) , #fcJ:tf*;ftfc#5Sttfr, #<0*5^ rt#a&£A (TvW 

tt«»3£*if) , »a**&a (x^sm*** ai^s, *tftim. tti&m. 

10 9Pft£A, «£A, te«Stefcfc£) > *»-«*ttH^li:J:«*A C6&at»W 

mmm v\ &mm, *s*fc4r) . stfHSifiLjE, m^^^, 

fiTtiS^rWJffJ U C ft JcjgH-t-S^A* fctt#Jtt©-**i itfrR^W* fcfi 
(PDGF, VEGF, FGF, ^> *-c-^> > TNF- a , MCP-lfc£) Oitfci^l 

Ttit, fcmxm&<Dm&&*xmmt[M> yy-yitjjjwm&n.m, mutate 
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1r oZktf itmmMmt&mt&mi-o (Hepatology 
1994;19:595-601) C t ifito bilXte <9 > ^MVits ^fc<D!k%i'£^*M:&?3t> 

^U^f-fef-ZK Xs-'f-tfrt'VteE) f*> HGF (Hepatocyte Growth 
Factor : ffMtS^S^) M£teiltC#$)T«fc5 £ £ #J(M*£*L, HfS^*3«tU« 
Jff«WII5I*^0*#*s»»-e# 5, 
Sfcs&SJStt-tea-fc i Uxor y ^^ilttftflMB *r*t S fb^ (4* 
25 iw N ^yfWy v-u^rir^/K # yft;^ if) oM+M^ g 
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t toffltSffl tc£-W £ ti 5 7 s *?irT > y v llfttfM ft m £ h <D X h o T <b J3U * 

^cofiUco^fST^^fc^^W'^Tn-yvfgT^, HMG-Co AM 
7C^^ (3-hydroxy-3-methylglutaryl coenzyme A reductase) EfilFli^ -O^a 

=■ = f" * <7>ff ^ J: tf&fttt > 7 i> bT* ^ * *3 ± p 7 a -/u) , 
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//if) , Ca ttftH TAov'mi:') feiT>*j3S^W»if ; 

Mil: >?yfc°7$ h\ y ktm>\ m**-&>, ft»7i/*>r^K 

//if) , 4 7V77#>MM (^T^fti?) % ^5VK„ b^5>'K 2 M 
[01 ^tf hl/yy (^9^-) //if) , -tf****>tt3M8{*!l (xfKn^ 

#w^>-/^ (bmp) % mmmmmmm 1 ?- (fgf) % sh/m&Mmmm 

+ (PDGF) % H9^7*-5>'^fifefiH J f : (TGF-J5) , 'f^IJyi 
jfcBH^f— 1X1*2 (IGF-1, -2) , IlJ¥M*A^>' (PTH) , 3- 
nj/A'HJI^EP-A 1 -3 7 6 1 9 7-S§-&$8, EP -A l-46 04 8 8f 
^«*JJ:VE P-Al - 7 1 9 7 8 2-*^*1E«$><fr£to («, 
(2R. 4S)-(-)-N-[4-(diethoxyphosphorylmethyl)phenyl]-l, 2, 4, 5-tetrahydro-4- 
methyl-7, 8-methylenedioxy-5-oxo-3-benzothiepin-2-carboxamide^) & if ; 

y <//v= >, >/ y 5; * n ,/ # y ^e,/*— K, -Y 

>->^. y >s, ^3/<^, ^y y y, ?*5V y, /^^ay fr^ v>s, 

Bl, B2, B6, B12, C^) x »W&ft*A*>- T*1M * y*>\ /• * /y^) % 
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wftmmn&T&tsmm •. (^ w-^ k) , u#?-p h y 

7 a (f-^-v^s) , y h y -7 A (t>fD^y, fn>;» ft 
10 if ; 

Ksty) , 3A*^fA-7°U'K^yD>th!)^ (y/u • y Kn-yw) , ^ 

HMG-Co AJtjcilMM : ±\)s<X?i L >\ Tha/^.?f>; T 1 ^ 
/«*^f->\ -»/<x?^>\ << u/^xx^ls, 7;V/<*$=f->\ 

( + ) -3R, 5S-7- [4- {A-7 ^=.)V) -6-^77*nt> 

20 -2- (N - .>< f N - ^ ^ y ^A* =/VT >; y) k'i) v^>'-5-^^] - 
3, (E) — ^7°T>^ftif ; 

ii!Wif&II:fII [#k 7Di?S: K (7v-'7*) , 7y*~K (A- 
^hn>) , TVi?* K (^T-h) 3 , (01 ACEffiff, (vu 

^yixf7 7"l)A ) WCa tgfctlg (^v'fy) % 

ihfeMf&^m&mm !tmmmva.±m w> ^y v-r v y 7 a, ^y 
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*SU7.$\f—>\, (^U^-vU) , GPIIb/IIIa*£*a^ (U^7°p) ] ft if 
SifiLtf ft«gg : =7x^kV, v?/l^T A , = = 7 ttflg&ffj ft 
'LWI : «ATP-Kffl M PE N a -H£&(31#m> i^Kt!) >'ttf 
5 ^> ^f^gRI/^' 

VK^v-yftif) , ^xn^K^iJ T*V/?y >ftif] ftif 

bf-^yftif 

1 5 >-m*j «t t>*^r 0ft ottttttMlto £ 

T'ni/yy, — a & if) ]ft£r 

>\ Sig^tniy, if^n/wv?/ yftif) jftif 

7y^!) >-ftif) , fl2*»s*B df/^rsu st*>r , 

25 &tos&hsm (vtrym. ■? a y y y ft ^^>jfQ.«eamm ft if] * ^ 

£ <bi£tes ^fr**0#ffi@^^fc«^Oite^A{C i (#'!> HGF, VEGF 

= J: S f&S* ft if 
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^WCti 3 ft 5 5 tt£#J, *R*J* £ i t XWm. U * 

» w <Dmm&mM t su * k fo © v n «t mmz.&-$-r © ^ t # x t © . x«b * m * \z 
5 mmikLtzm&s m*imMikLitbozmmmz%&m*}?&m^xm&Lx 

a#1-5it^T?*SAS, SU*fc«ffl{fcLfc«*©§syW*\ Hasftc, £>©VM40# 
E. ^flfi&JRteoV^T (2) 

#ffi&JSW£LV\R#:0iJi LTtt, #>Jx.M&\ tf/v-v-^A, 
m&mifbH&o ^Mloil^Jl^MMiLrii, SEI&#Ji*tf.fcft5. 

g&fn © v >T ftT* o T «t v \ 



WO 02/074340 



PCT/JP02/02404 



54 

^#>m m. mst. mm, ^nwyR, gg& &im, a^n^ 
it^hs, ^y/i-st ^9/u^>-si, *^y>-^) *5i^*»2^vNt 

>m -^n^lfc, 3a^8 % #A>9Mk^ 7> if>nk, MtW&m &<fc 
20 dSfflvfctto. 

25 gfo\ 7^{b3E»W s «ffii'a\ f-^T s 

JBteSU/H^KlEttifc &»3£«& % ^y=J- 
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JI^^/^>-^./kv-^A^ (#k Mfctf/l^frA," »A->^A, 7°Dt° 
^•yS^A'V'^A, ^a^^A^A, •®^^yVv">A N SJfc* 

ifA-^yW^^V^^m % 3if#85*;wS/«>A* (#k £ 

>'^ ( ^b^^v'^A, a^-v^v^A, ^te^^V^A^) N a 
i5i-7^v^A, SJN^S'PA, jr=-VWtv?*i'tJ>* ^ny|7 

ft [#k ^p^vteft (#k Jfifcft, afrfcft, 7y 

«-^) s &ekm*. mm. ***r>u»m ^ c#k 

fctf/i^lMfe!* (0k l$&ft> ftlfctts if') =-/vtt«, ?Ufcft % «7Kft«) ^ 
tit, MNBttWh (Ms IMblEft mm. ffltXwtJ** 
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5 »S^EXfiAM*^^ t h LTV NT t, V \, 

Kmwfrtommmxm i o %^r, »* t < 5 %eiTo**«r*i-s«Mt 
io n^w^^v^rims, (Dimmit 

tt» * t < fi$0. l~$)80mM, $ b L < ttffiO. 5~&j60mM, ft L 

< tt^l^40mMT?fe5o 
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&s tmmkmMmmm^±mmcn uto. Q5nm%u±, t < nmo. 05 

< tt^ 5 0 %J^T, ft L < tt^J 4 0 °/o£tTt'fc5, 

r^ttMMj a* 2 4 r#iw<b £ # T?4i*n, r$%#imj # 7 e <b § x 
0 . 5 0 m % r miij # 3 0 0 ro#±<0 frtr-eiB w^-^fe s e 

t^in vitrolC*5tt*J|Cffl*ft*S*)3. In vivofc*$lt««!I«*W*JWlfeli, ttlfe 
IB B#IBftit*TiIiSf (AUC) tt-^ft-JStBIBOAWCOfS-e- 
^+{-a#1-5^fl:tS#»*^&#aiLT^a?)S^fcfe5, In vitroJC 

•c#5 e mm&tmmkLxi*. m*<o&mm w*.a. v>mmwm, mmm. 

mm, hepes, t^M&MM&lhZ) ^^ori«u\ *fc»4kaK 

IMStt'HCfia^OiraiSteai (Tween20, Tween 80, ■?A,u^y9l& > SDS, 
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M#2 4B#M©i:#fcttii$rauirt, »fflHW* s iaw©i*tto. 2-0. 5 

F. rtflE&JRfCo^-C 

£<BA*©#*U*JWW!lfcL"CWu 09£tfIE$&, #^v">A, 
;w*>^ ^ 4i$L em. ^oft^ jfr^p^Bt 

^7>h®L #7°y/Ugt *5±tf#3|tfe2ftV>L 

25 vammv#A-tfvwtk utt, fi^tf^* 2 l 9 <D&mmmy% ^ 

($L ▼o>flk =^*Bt yfrtMk, Ti?\*>-& s t7i)« *5«t 
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kilo* 

5 #M<b uT«s waif? y =»->nk y -t y h o y 
5 m&&s *^mmm\-fbftz> 0 

M^^LTfi, /M=y> (#j> 7?*, a^^) , 

mmttDm. wl mm$*#^%zm&m. m, mmm^s mmmss ^'y^- 

, ffiiiS^ (#K £&#S£E&\ -fry 

SBS)Sttk*/i'tf>Wll*W?J*VL (Ms mfc*fr f sVJ*s /of 

d-^Mfi^yt&s v'a^iJ^v'iJA, M^/uv'^a, 

v-r?.^ ^^v'7A N 3^^->!?A, 7^b^^*S/«?A«jt) % 5ft 
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i^ib^^^A, 5LK-^^'>^A, ^iyi?^vr>^ ^/V3y| 7 
&£*S6ISfc£<0& C^>J. ^Py« (0>J. JUfc&s 3*<fc*U 7- 

10 ttr-t^r * h i— h ft if, at* 

-2 2 1 4 2 0^«fc|B*©^ffiifeSV^*Jitc!pCfc*ttT?»3ft-t"5wi*S 

/1k**--?? Ktt^astt^Jf Jt#=#j i/io io/i, 
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$ e> l < \m i / 5 5/ is * t> # * u < itm i ./ 2 a» t>#i 2 1 

G. $%<Dj|g$ (2) 

*5«afift^*5^T, etA£lll«)M 05a*%^±O#tf ^M^ra^<D* 

10 ^#rt5MPttai« y ^-z^i-z^tmummt. fctti»&, ^ffi^js-r .1- >• 

?vK *#«^bic* (#J, h/Vo^, **s\sym s 
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* 9 J -/WWlt'feS . - ft b Mtaawftte-CftS" UTffl V t> «fc V N , 

«&#HM&i»t£ LT/BV%fc»g\ -JttWtwttifiO. 5^7 011% 

L < 1 H$J 6 0 L < f£j& 2 5 0 S*%*»e>»tftl6. 

Wdf^ -iKWtctt^ 0 . 5^7 0 J: 0 Sf* L < fift 1 ~*t> 
6 0 * L < fiift 2 -jfi 5 0 fe»tftbS. 

&fflV^:»£\ ^t^I^iD^-; nn^ ^<7>Jfc*tt, -«WK:t±Jl& 1 0 ~ 
1^)9 8 #3«% x J: 0 L < itm 2 0 9 5 ft2»%, #(C& * L < ttft 3 0 ~ 
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L< tt«&5g>A»fe*?I 3 0&rt % L< ttfa 3 0»j&»e>l& 1 B^ftT'fc 

5 fc $><Dimtifffl no. 1 ~ 2 0 B#IHk #* L < tt 0 . 5-10 

15 B#P^-c-fc6 0 

y ^-zm^mnti-om^ z<D=%<Dmz.ttLx&±mm± 
mm*, mtm 1 ~» 5 0 ± 0 l < 15^45 wtc 
25 ^i<i^2o^4oii%t% ffli^, wts-^ft) mmtmo. 
5 2 0 ii% j; 9 l < \*m 1 1 5 a*%> #ic$±£ l < tm 2 ~ 

$n omA%xhZ><, 
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--r 7 p * 7 j r t m? © c: 1 1> h © ) v h © t-o v u rtc 

5 (I 

±SB*fe-e#bnfc*-<^Ktt^3iStt^» 4 Wfcfcto) *3J:t>'£ 

L, o (fltfi) /w &©vMis(llfB) /'O (ifcte) /w (tKH) ^a 

© 0 ^©»©*ttflc«»±, -lRW»c|4«ttft3«©ft l ffif-JlS l 0, OOOffiP, «t 
15 9#*L<ttft5ffiF'H|l|j5, 0 0 OffiFs »^»*U<littl 0ffiF~*&2, 0 00 
m>bmtfti5c £fc7k*@(-te7A=i-/v (tfiRtf, ^/-AfeSV^^y 
-A) , 7ir h~ h U A«©zk»ftte*i(E«:ftaix-Cfc ±V\, 

20 T=*yttJMBiSH4jW (0>J> *W >^ h U 7-^ At7 y h V 7 A % 

7 7 y A-fiftSE-r- h y 7 a 4 ^) , #f-E««#j (gu # y u- 

>yAlf^>igfl7i^ai7xTA [7^ -y(Tween)80, 7^->(Tween)60, Th7 
7/^^-|±] s JKy^J/atf-U^t^^HSItflc [HCO-60, HC0-50, 0 ft^ 

5#aX] , #y irsAhrn y k>\ *tfy tr— ata^— a % #a*>s/ 
25 ^tvHtap-*, uvfy, if tTAov**if*sffiv^ix5, -ix 

rolStttlt #f:L<f*K)0. 0 lHfol 0a*%O|BH"T?, *btff*L 
<te#*)0. 0 5~^5Ei:%oi5llT^v^tL5 0 
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5 79* h-vlv *^y h— /K T K= h~^<DSfi5T^ = -./l/^ ^=h- 
10 ±IE60W®i LTte, #lx.f£, 77t7-X, ^n-*, y#-*, 2 - 

±iB©m*tis, -«fflsd3«tv^-y **<wmfrk hxtts m*.tts ^=t$ 

±W,<DT^/mmt LXfc, L-&(Dh<DXhiz&\<^-fiit>m\<^^btfx%, 

20 Ll\ 

y «? 7 # i'- - ^ & /B v n-CX^S SrPOSfi L fc # & * * o 
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£ <0 X o K L X n b iltz "( ? n ij Mttfo&m* tz b X &9l t tz 

5 m±mt lxh. mzi$, k-/k ? ■? h-*, ^ k?«n x>-7°>ig 

Xfo% 0 

20 * n $7'±/l>&mtffife<nMMKmL1t^ m 1 2 fltfSJHft 16 8 Htyiq, #S L 

< f*$j 2 4 p#h~& 120 mm, mzftt. u < 4 8 u#m~^ 9 e Bwu-efca. 
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(in 

10 m L-Cffi^o„ 7t/K-> 3 >1Mf±tifl#&t0ffi 0 . 0 1~fel, 0 0 0 
ffiK L < »K 0 . 0 5 ~m 5 0 0 ffifs L < TO 0 . l-^2 0 0ff 

vtt z&m^btiz. ztitbti2wm&.±m& ixm lx t «t v\ 

20 ftW&M&U ^ffilt^tSc fct<»4, Mia (I) <07K«t'tti«feT?IBtttfc*' 
25 #5o 
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IH^^J (0»Js ^->' (Tween) 80, HCO-60^©|*®i£te3J, tTA'D^ 

if) , fiMWJ (#k ^^/uv^-<>\ 7*nfcVw-?7-<>^if) , «Kfc*!l (R 
^•f^hU^A, y;Vt'h-/K :/K**F, ^n!)y4if) 

"C*&0. l~3 0 0um, #*L<»4*&0. 5 ~ 1 5 0 /x m<D§£H, Sfefcff* 

xs*0»^i-5*ssfe % ^^*-c«(ii-5*j5fe, ^it^inetra^^fc 
ib«. t k ^> m, 95, k i^tt^ 

&EaSfc*f£ LTEv^:: i^T-too 

mo. 0 lmg~^l Omg/'k g^S<Df5H, $ fefcjj* L < ttifa 0 . 0 5m 

g — jki 5mg/kg ^moieffl^^jiM^r t ^t?% So 

0 5mg-5 0mg/'kgM©il, £ £> L < fi$j0 . lmg~3 0m 
g/k.g(tt©«Hi»feil»S!ii#-C*5. 
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*r^5££#WC*?K "TUB 
fctf>. teft3Mt# «fc 0 W^io; £ #$#£ft5, 

(±T y^,fr >' > ^IIdS#?5El- 5 fc 31% $ ft 5 H =h £ 9 * 5Ssffi* ttSHfe *S(S 
*\ 4b&tt^ZX}$<>to&%i£tsltk&i**± s 'L», 
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tm^teitj^is snrnw, B^^mmm 

fi\ tt^tt^GNs («FR*tt«itfi, affi^ta-**^ ammimmm 

gift Jfetfrtfi**, sajfc&»tf*afcfcif) «©ii*JEff*fc»4W**JJ:i« 

10 • jkirjEnt. arm (MM*, mmmte)?) , 

u»msm&. rm&mmmm. mmmmmm. mm^skmk^^ 
*jfiLffiWfliflii»»,-wy-*!, , km 

* & s m&m, mmm. wmm^ it&& *&mt. m&m, *imw 

20 (5oi N Xkfrh^ r^n-AMI'iif) . (P 
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7\ mzm, > &lM'&&l&&& mtimmfim, st^mmm, 

tffctf) s «feJ:^W:ff?IfI, 

U*^ME#lEi¥, W9> «XRt, Turn, (TFI**fc£) , 

$ * * &&jft0jDKH <tft <5 «t £aflU8 ©fit /UiH& 

ejhJfrtetftg©*;^ , timB^ 

h^-T y (PDGF, VEGF, FGF, <0'*-p~*>\ TNF-a, MCP-1 tzZ) <DM 
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1r2>Zb-t)^mX-hZ> 0 £mfrM&WBLi*fcM\Z&%1rZ (Hepatology 
1994;19:595-601) £ t fcft bfrXiS V , *^jTit, -^OiL^^ft^ trS^fflfe 

S^U^p-fe^/K ^jyf-fA^-ytj:^) fj % HGF (Hepatocyte Growth 
Factor : flTMMH^) S^ffiit IC^T? fcoli $ ft, flTI?£*3 J; 
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zmm&f£M m n #j) *0M3 l-c t> «t v \ 

£tc, j eoflfe^i|T{gT^fc(i=u^rn-/u^TII> HMG-Co Ait 
7cS^ (3-hydroxy-3-methylglutaryl coenzyme A reductase) P5.^^ N «Y > v'jx 

df.->^— £MJK (0!k NB-5 9 8&J:tJW&fcfr4fe9] ^WfeHS. 
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m&>b*£femm m, &&&&& , p%m*m 

* h» 4if) , ACEfiiFlk (R vw>«xt7^!)yv (u-^-<-*) 
5 , Ca C^»J. TAPv?f>^^] J; tffl if; 

m> * *> V7>* x ir? a ^ s «fc 0 C a ffi&Jgft £ ; 

(R ,^tfbW>' , t^*^*yf^j (if Kn^ 

is (bmp) , tmwmi&tffi.m* (fgd , im^s^m 

^ (PDGF) , b7>'^7^--5;>'«ftia^ (TGF-/3) , 4 >'7 V >il 
fifefiH^f— (IGF-1, -2) , giJ?«*A-^>' (PTH) % 3- 
ny^aW^BjEP-Al-a 7 6 1 9 7-t4>$R, EP -A 1-46048 8# 
^fgfciU^E P-A 1 - 7 1 9 7 8 2-5H^f2$£tfMfc#$l (#K 
20 (2R. 4S)-(-)-N-[4-(diethoxyphosphorylmethyl)phenyl]-l, 2, 4, 5-tetrahydro-4- 
methyl-7, 8-methylenedioxy-5-oxo-3-benzothiepin-2-carboxaniide^) & ¥ ; 

^^av, ^P^ny, # — K, -T 

WayyJR, ^/V=/<-<, !) 7 XT' Sis, fT^liyS, 
25 >T^i?y>«*^; 

Bl, B2, B6, B12, C*M , IW&Jf X^riM 7 7>\ / 7 S>m , 
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fmmm^mm-.msm ft Ko^/nf] s $fig*y cm. a®^7* 

if; 

HMG-Co AItcKIIII : -fcy^**^, TFn^^fy, 7°7 

4 9'<*91->^ d/^^v, 
( + ) -3R, 5S-7- [4- (4-7^o7x-A) - 6 - >f V 7° o f/U 
-2- (N - ^ f ^- N - ^ y ^M-./i'T ? ; ) t° V S; v> - 5 -<( A-] - 

3, 5-ytKn^-y-6 (e) -^fyi^i' ; 

AWfKMl : ik«@PiJi:m Cfli, ^yyt h y 7 a, ^y 
a, 7d^t— if] , tiuh'mm m> rxevy, .w^yf^P (r>- 
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v'n**y-A< (y^*-^) , G Pllb/IIIafeJn^ (i^i-yD) ] fc£ 
Wl : «ATP-Ki §UP||, N a -H£&|fi#SS % Kir y >ft 

ttT SI : ffi t * -9 % >-m (flU "7 W > 'SI* n x. - 7 ^ >'ft if] , 

=¥ >■ y vjfcfc J; tf* oft oJfttttt&ftXfe 

mmmmmm: m±mmmm (Mt7 7 f7A, i®!t7t/7 , 7>\ 

r^tri/y yftif) % ^i?&#J (t;>7 7 i, ^ricftBak ffi-M/w^jftif) , 

£ e>»C»4, 4ft**©*«H'T'*fctt*©afi^iltAfc J: (W, HGF, VEGF 
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tips*!*, mm. #&m> ^m&^^ltm^u #»w<&#4M* 

[HMD 
##09 1 

2-^h^rv'-l- [ [2' - (lH-f h7/-A-5-^^) t'7ct=;U- 

1-3) 0. l g trftflrettftftjiN; an^y/^y -,v = 7/3) l 

















3mL 




219.51 


49. 8mg 


0. 5mL 


IBB-*- > ' £ A 4 dcfttt 


214. 46 


48. 7mg 


0. 5mL 



20 MMffl l 

as^a 2 g t 2 ykfuw (%vt&mT.mw) o. 996 g t v %m (s 

14, 500, ?P3te*fiaiX3il3Bi) 3. 67 g n P * ? y 7. 5 ml t * 

*/-;l> 3.5 ml t \&m Ufc»ttlc»ap U 2 ^^liafl^ 5PU^- 
;©M^fft 15°C fcWW&L-cfcvyfc: o.i£fl*#!J t'-yvr 

25 A^— 800 m1 tfc&AU £ — ^VSbfc^-'^MJ— $rfflV\ 7,000 rpm 
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X2, 000 ipmXMM L ft, Ztl* fft^gfrK^lfc^, £ <b^TgMmZft\,\ M 
26. 6%T*foofc 0 

^-s-^a 2 g <t msia 2 mm (ftyttmxmm) o. 757 g t mtms (type 

10 VfP^^X^) 0. 277g £*K V %Wt (HWfi 14, 500, fa^MMXHM) 
3. 64 g & f J? n n / ? 1/ 7. 5 ml t / * J -A 3. 5 ml t fcLjgfl? Lfc«{C» 
UTtfTt^I-^^tc^HtTciW, H»Jl i:H1«{ctT^^^n^yir/v^ 
#fc 0 -r-J 2 p # 7°-fe: A t-^^'fb^tiAOitA^ft 101. 9%T\ ^ n # A-«fs 
<7^b£-$»A-£ftte25. 9%T*fcofc 0 

15 

mmm3 

<\&mk 2 gtmstw& (mt/tfmum) 0.996 s t =>-a^h? 

a^f* (ILK/^ya-^gfe 75/25 , 10,600, frftfrfi 

3El£®0 3 g^^nn^y 7 mli^^-A 3 ml i fcftft bfcitfc^ 
20 Jnb^-ft^$£#fc 0 itl^¥^±^¥«5 cmORJgfcffijai U gtfi"?16B# 
W^ft*bT*flMfe«r#fc. ^OftW»Sr5Lai50 ■n©tt±"T?ttl&^ fflKSb 
TWfcftjSMfc© 5 *><Z>3. 6 gt^>'= h— AO. 4 gfc &?ili^bfct£, v'^ 5/ M A 
=gg (A-OJET, -t?^»&Hi!0 SrffiK £*UE2 kg/cm 2 fgWLt?^ 

25 

H!f?#J 1 

M&M 1 , 2 X&bfotz-vt 25 mg & 0. 15 ml 0>#f$E (5 mg <D 

jjJl'Tft^r^/^ f-./l'-fe/l/n-^t h U [>A, l mg ©zKU y/W<— h 80, 50 mg <D 
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(*2) 

5 * a t, y±;ufcT%;^&<D{k£®<Dmmftm (n=2 - 3) 





1 0$ 




2mm 


3B& 


4 3im 


HJt&^il 


90.0% 


70. 3% 


52. 7% 


40. 4% 


22. 2% 


«f?J 2 


96.6% 


83. 0% 


56.3% 


24. 1% 


10. 8% 



i 

2-31^*^-1- LL2' - ( 1 H— T" (>7 -/—/V— 5 — { A) t'7i^yv- 

10 2.0g*5 t fct>*a^-^!J =-/V»*I^# (fLBE/^U 75/25 

A'%) , fi*¥*>l^^* 8, 700,.fP^«X^M) 3.9 7g^>'?PD^ ? > 12. 75 
ml % **J—fc 2.25 ml*3J:^^0.136mLO^^»L, SfflT?-ftlgi 5 

mnLxmmm^mc 0 ^(ommuz^ft is°c tw«Lr*jv^fc o.im%# 

V t'=yVTA=i~7WX^ 800ml ^CiiAL, br^S*^ «rfl|V\ 
15 7, 000 rpmT*S^ r O/W^-7A v- sVh Lfc» £ OS/0/Wxv/V-> a VlrlST? 

«-frfciL ^L^ta^VNT3 ( 000rpm-c-M^Lfe o rilSrH^g^^ft 

20 f±ioo%-eabo/c 0 

J*«0»J 2 

K&m 2.0 g % i^bM 0.37 g *3«t^iL^-^y =- 

/H»#*£tt (flife/^ya-AK 75/25 (^A%) N fiiW*^* 8, 700 % ft 
25 ftftfi^XHM) 3 . 6g£ v 5 ^ n o ^ * y 12. 75 ml , ^ ^ / — yu 2. 25 ml jo J: Tjt@| 

18°C fcWttL-Cfcvvfc 0.1 24% TKy tr=i/i/TA'=»— /McffiR 800 
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ml ^taAU ^ — K'VS!**^^— SrffiV\ 7,000 rpm-C0/W^^A> 3 

io %Mtm 3 

fls-&«A i. 5 g N mtmm i&Mt&xmm o. 278 g &j:tf?L®?-^y 

(%W?V 3-/HJE 75/25 % fift^^* 10,500, 

fP^fe^X^) 2. 7g& no^^y ll. 25 ml , p< * / -Al. 69 ml*3 XXfB 

Ko.i02mL©»ttfcSSCtau Mt-sjfeit 5^Lt*>i-W^|fc c 

15 iRSr^ft 18°C lCffW!L-C*5V^7t 0.1 Sft% #U A' =« — /McSHS 800 

ml "tUc£AU ^ — li'^S!**?^— SrfflV\ 7,000 rpmT'O/W^-rAv'g 

3,000rpm-cffl*t/t e rft£m^©*K#f^ $ fc &firv\ &flg 

£^A"t ft f£26. 8%T? o tz 0 
25 H«J4 

fc£#)A 2. 0 g *3 J: TJ?f Ltt- ^ y =» - Atit&M&it (%W if V => - A« 75/25 
(*A%) , MflH&SH 1 * 8,700 N fp^jfi^XH^) 3 . 9 7gWon^^ 
^ 12.75 ml , J —A 2.25ml*5«trj^0. 136mL^?I»^U ii£t- 
Wg*5*#LTS»»*»fc. -©»»*«r^» 18°C K1H«LT*JV^3<WI 
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sifis».i mm #y ^=-A-r^^-ji-7kmm soo mi ttaxu 

t'yM^z^y—Zft^^ 7,000 rpnTCS/O/W^/l'V's Ltc 0 Z<DS 

#7°1^*^<7Mt^AO#fAW94. 9%ffcofc 0 
5 

10 it-km 2.0 g , ^bMIS (STkfb^X^M) 0.37 g *3«fctffU£-^i> =»- 

75/25 % lifi^^tt S, 700, ft 

3t^XH3K) 3 . 6g&->V p p ^ >" 12. 75 ml , ^ * / -/I/ 2. 25 ml*? «t XM 

18°C KSHffiLT&l^fc lOmMlf^iMPO. 1 #JJ t'^/^T/V-a 

15 — SOO ml tpfc&AU ^ — 5 7,000 rpm-t*O 

* A'^O{b£^A<DitA*te90. 7%X\ -vffajj "f h -vMft 
* t f^^#lA^l:fi26.4%T*$>o7c:o 

H 6 

25 ffr&fcA 2.0 g , SHbStt (STk-fb^X^ii) 0.37 g *5.fctf9LK-^]J =- 

(fLSft/^y =»— /Hft 75/25 (^%) , M*3F^-=F* 8,700, ft 
#M^X|g§!£) 3 . 6g£ v';7 P p * * >' 12. 75 ml , *9J -A 2. 25 ml*i J:tJW 
SfeO. 136mLCD«(C^Pt, Sffl-C-lftlgi L-C*&-*»«*#fc. 
fi£Sr^£> 18°C UUMffLTfcV^!: 30mMfiH$£ft?&!)00. 1 MM% # V t°~A7/V=i 
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S00 ml * — Cyfg#*5 3Mh-STJSV\ 7, 000 rpmT?0 

/"Wx-?/Wa v£ L-7t 0 iOO/Wx7A-> 3 >'£liil.T?3B#fWJ|j$ LTi?? p 

^?U/cM7X^D,t-CS^m^, aGBft*LT»*iLT#?>il*:. W^p 
#:/i?/V*-^{fcl^tlA<fti*A*ta92. 2%t?, # tijj ~7 J e)\s/-? Y—)V^ 

10 H»J 7 

{fc£&A 1. 5 g % K^ffilS (S.7K{b^X^M) 0.278 g 11 =- 

^gS#*-£# (fUfc/^JJ 75/25 , MTO^* 10,500, 

fPM^XH^) 2. 7g&$^ Pn^y 11. 25 ml „ J — ;H. 69 ml*5 J:UW 

mo. i02mLO«(c-^nL N ^fi-c-flfe«fc 5*i^U-c*9— <t»«*#*:. 
15 18°C fcLPBflflLTfc^fc 30mM@t^W^OO. 1 *°y tf=:/U7/W=» 

— -Mc** 800 ml ^IC&AU ^ — lfyS**?^— £fflV\ 7,000 rpmT*O 
/W^^^a Vh L/c 0 :O0/Wi7;l/y'3 ^*Mt?3l^|HJ8l»LT^^ n 

25 

2 g , mtm& (e*fls^xn«) 0.37 g aaAtfjua-^p =- 

/Hft*fi*g-ft: (HK/^y 75/25 N ItWf 8,700, fn 
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50 mg <D-?>~ Y-frtmm* 1 ml fC&J5?Ufcili0 tC#1»:LT 7fflSM§te SD 

20 7 o-t^MTJc: 22G bfc 0 &5-&mm\z ? ? vmtmx v 

mrmmzm 5 

-rjfafi 7±A'&T& J *'&<0]k s P&&—ftffi fti&Tmm (n=4) 





AUC0-24h (ng hr/mL) 




19944 


H»J5 


3432 



WO 02/074340 



PCT/JP02/02404 



85 

mmaxi^M Lit h (D\zft,-<ffi2o%£XTW&T Lx& <o > *3§bj<dm$« t>o 

5 mmm 5 

tmm 3 toxnmMm 7 xm^ntz^r^ ^^t>zr^>v 25 mg £ 0. 2 m i <d&& 

^ (5mg C^^yU^^fv^^/Hr/Va— h y £7.^ lmg(D/Ky V A"<— h 80, 
50 mg <D^>'=. h-AZMmfr 1 ml (C^?L7c:ti£) fC#ffe LT 7 ilffif«iE SD 
offSfeTC 22G mffiVEL-ZLIto &-$&mmmz y v Ulli 

^ d # ?±/i>&T&*&(D!htpmgt~ftm&mTmm (n=4) 





AUC0-24h (ng hr/mL) 


Jt<£$0iJ3 


6 7 7 2 




2 5 12 



15 «*PT-^ Ltz h<D\zit-<m 4 0 %mT^ig;T Ltfc 9 % ^l§BJ<D,m^^ ^ 

mnftmvss-x'hztzfr, ^Ltz^mmm^hix^o 

4k&m<Dm&. -7E<D!km*m&zmiftx%ztz&izmQmx*&*t%m£\zk 
®tLX!k*mv>}mm<Dmmfc'j>te<. £feLtzmmim<Dmmm&xz z> 0 & 



WO 02/074340 



PCT/JP02/02404 



86 



a &i\ mmm&-kftfc, *&m&mm&> 

10 fcfltfg, ^rt«E, SUBBED fcJjgjkaS, Kt^ffi, ftJMft, MiM^, 

isit^^ ttSiiE, ^Aitis, #»ss*£, ft&ti 

Jt^JBttW* 6 0 %^T»^iJ1-o - t pTtg-Cfc5 0 ffl^o^7°f- Ktt£ 



WO 02/074340 



PCT/JP02/02404 



87 

s& %A&m&, &mmmm, £im*&, ft&mmwm, ^h^m^ 



15 



WO 02/074340 



PCT/JP02/02404 



8S 

it * <d «& m 

2 . mkmm^zf?- m&mmmk&mv&tt&m 2000 erre*>5it 

10 

S«»**f Sit** 1 E*©«3Sfe. 

15 

6. 1-|gS^(l).*./^>vvVS, (2)^5^/UM, (3)^^*^M, (4) 
20 7 5/ & (5)rh7 N / J> ^S, (6) h y 7/M"n ^ * > ^yw* VT 5 KS, (7) 

Jt0**tttt**a*d> b S-cfe 5 St** 3 IB^oM^fec 

25 7. SfcjcJStt*"*:^ Ktt£aJStt<b£tt#ifc 2 . 5~^6(DpKa 
W*4r*1-o»** 1 fSgcO^itfeo 



WO 02/074340 



PCT/JP02/02404 



89 



9. 7''**Tyis>immmz%+zfc&mi#*wz®m*$:G+z 




2 RT©^^t- Zyjk U n fi 1 *fcfi 2 U 

12. TyWy^yil^ffl^ftS^*, WDK5y^*fe|4 
U^-fe^K #>7 f fvi'*>\ .'Uf/^y, 7Vi^iM~?>\ ^/W<fvu*>\ 

i 3. T>-#±T>*s>ntffftGRlt*-t&4\:&*#2--=. h**>-i-[[2' 



WO 02/074340 



90 



PCT/JP02/02404 



- (1H-T A— 5-4 M t"7ai-/U-4-^A-] p^/U] 'O'XW 

1 4 . 7>'=¥^-x>'v'>II^^ffl^W1-5'fb^^ 1 - u-^**y)Vir 
drv^;w#'-;V^-df-v') [ [2' - (lH-f ^ 

y 5 ^) t -7 ^ - ,u— 4 A] .?< ?yV] 5 A- 7 - 

1 5. T>^X^^i/>Ilftm^f%*^&ik&W2-^ Y**s- 1 -[[2 * 
.-(2, 2, 4-i=Sft^7/-/^3-'f.;l') 

t'7^-;i~ 4 -fA] p< ^>X-f 5 *V-A- 7 -#Atf'>'$r?;$!>©!i 

1 8 . %&- -^mM&w-mm t?v=* -^mm&^^it^ 1 o o 

zo-4 0/6 0 x-foztmm 1 7 E*c<Z>Mig?£ 0 

19. m-^ft^MTOiSH 1 */^ 3 , 000-50, 0 0 0l?it9§Ml6 

2 o . ®i&&m%w&ftimx*hzm*T£ 1 iE«coi«£&, 
2 1 . £m&mtfm®x«hzn *m 1 iBf^ra&o 



WO 02/074340 



PCT/JP02/02404 



91 

it 2 1 &m<oimm. 

5 mt&mzttt 5 *A-Jfc# 1/10-10/1 -Cfc off 1 IBttOfiliSlSfe. 

5~^7 0aS%^fe^>f»^iIliEic^itfe o 

10 2 5. M^M^fCfe^o^rt^tt^y-v-O^^O. 5~,ft7 
0 fi*%T-fc5it#gC 1 IB*i<0»!iife 

2 6 . ft** 1 IB*<0»3f <b *i © »tt»Jo 

is 2 7. H7j^i»<7°^ Ktt4lStt^^7y^tfy>'>iWffl * 

2>Jo 

2 8. m*m2 6um<D$ki&&mm&%%i,xtj:zmm 0 

20 

2 9 . mffi&i&Bto^m ■ ?&*#J-Cfe5l»*5l 2 8 f5*c<£>H3lo 
^2 8|2itOg^„ 

25 



WO 02/074340 



PCT/JP02/02404 



92 

3 6 . ^^yf- h'^±mmmn<D-^mm 2000 ^T-cfesa*^ 3 4 
3 8.. #<<7<7- v^±mm^n^T > y>->niM 



4 0. ry^^xy^>ii^^^^i-5jb^^^-xM^^fc^^;w 



WO 02/074340 



PCT/JP02/02404 



93 




^*fc»4it««|J^©JR^«* 2 £TF©*-<-f—«r* U n ft 1 * fcfi 2 U 

MAte $ btcit&gsrfl- ltv^t t> «fc v^>-if u r w#-r 

;tAy -y-A y >\ .1- /M iJ-A-y >• y K^y § a* fcfsy y f-A-y y-efesff # 

ii3 amM<D&wmmmM&&Mo 



4 3. Ty**?yi/>'imffiWm&mtZ{b&mS2-*h* f S- 1 -[[2' 
- ( 1 H—X h 7 y— A— 5 — < A) k'7x-/U-4-^fyV] y^A] -<>X-f 

4 4 . T>#*Tyisyu&&iftm&ti-rG{k-&ms 1 - o^^/u^- 

^v'^Atf^A^v') 3i ^A 2-^h^^-i- [ [2' - (lH-f 

y— a-5— <a) t'7i-/i'- 4 — -Y a] y^A] ^^x^r s yy-A- 7 - 



WO 02/074340 



PCT/JP02/02404 



94 

% */ 7 - h T'fc 3 Sft*5 3 8 ffi^(D^^t4@^|l»^feo 

4 5. ry^f yv->ll»ffl^tt5jt#i^ 2 - x h^rv - 1 -[[2' 
-(2, Kb- 5 -*-*y- 1, 2, 4-t^tv?7^-3-^^) 

3 4 iBifeoMttia^isma^^o 

4 7. a - t Kb ^>#7l^^fi£#:tf$?L^- / f = -,i^^fc-efcoff 

4 8 . ilk- ^ y = -^M£-#^?U£ £ ^ y a -vHttOlBjfce/i'Jfcrt* l 0 o 
Zo-4 0/6 0 -efe 4 7 fa«o^^tt@^E^i^o 

4 9 . l^^©lt^^i^% 3, 0 0 0 ~^ 5 0, 000 T**>3W#3C 

si. 2 ffi^jR^iE^T*fe5f»*« 5 o Bmo^mmmmmm^ 0 

5 2 . mtm-ehznixm 3 4 ia^(D^«iiifm^m^ 0 

5 3. * P^-feA^fe 3 4|E«g^M^ll^[lMll^o 

5 4 . Ktt±^ffittt)®*5 it/^rt^^jK y 



WO 02/074340 



95 



PCT/JP02/02404 



5 6. #fifi^JS^^^^IEI&t?fe5ft*^5 4 £ fete 5 5|Bic»»?io 

5 7 . &m&R&&mm&&&xm<KE&fr 1 fc» 2 
113 8Ctt^ttttB^saua^«. 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP02/02404 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 A61K45/00, 31/4178, 31/41, 31/4184, 31/519, 9/00, 9/08, 9/50, 
47/02, 47/34, A61P43/00, 9/00, 9/12 


According to International Patent Classification (IPC) or to both national classification and IPC 




B. FIELDS SEARCHED 


Minimum documentation searched f classification svstem followed bv classification svmbols^ 

Int. CI 7 A61K45/00, 31/4178, 31/41, 31/4184, 31/519, 9/00, 9/08, 9/50, 
47/02, 47/34, A61P43/00, 9/00, 9/12 


Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 


Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPULS (STN) , MEDLINE (STN) , EMBASE (STN) , BIOSIS (STN) , JICST ( JOIS) 


C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to daim No. 


X 


WO 99/44590 Al (Takecia Chemical Industries Ltd.), 
10 September, 1999 (10.09.99), 

Full text; particularly, working examples 4 to 14 

& EP 1058541 Al & JP 11-315034 A 

& CA 2318446 A & AU 9927451 Al 

& ZA 9901706 A & BR 9908474 A 

& LV 12585 B & LT 4800 B 

& NO 2000004350 A 


1-61 


P,X 


WO 01/60410 Al (Takeda Chemical Industries Ltd.), 
23 August, 2001 (23.08.01), 
& JP 2001-316296 A 


1-61 


[ | Further documents are listed in the continuation of Box C. 


| | See patent family annex. 




* Special categories of cited documents: 

"A" document defining the general state of the ait which is not 

considered to be of particular relevance 
"IT earlier document but published on or after the international filing 

date 

"L" document which may throw doubts on priority claira(s) or which is 
cited to establish the publication date of another citation or other , 
special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or other 
means 

"P" document published prior to the international filing date but later 
than the priority date claimed 


*T' later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

X document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 


Date of the actual completion of the international search 
"20 May, 2002 (20.05.02) 


Date of mailing of the international search report 
04 June, 2002 (04.06.02) 


Name and mailing address of the ISA/ 

Japanese Patent Office 


Authorized officer 




Facsimile No. 


Telephone No. 





Form PCT/ISA/210 (second sheet) (July 1998) 



HBSH3SEaS 



mmtnm&-% pct/jpo 2/02404 



A. |ggf!©JK-f (BMMftMl (IPC)) 

IntCl' A61K45/00, 31/4178, 31/41, 31/4184, 31/519, 9/00, 9/08, 9/50, 47/02, 47/34, A61P43/00, 9/00, 9/12 

raE«rfrofc*<WB»» (BKttrFdH (IPC) ) 
Int.Cl' A61K45/00, 31/4178, 31/41, 31/4184, 31/519, 9/00, 9/08, 9/50, 47/02, 47/34, A61P43/00, 9/00, 9/12 



awwE-effiffl waters uubb) 

CAPLUS(STN), MEDLENE(STN), EMBASE(STN), BIOSISCSTN), JICSKJOIS) 







BSilt-5 


X 


WO 99/44590 AKTAKEDA CHEMICAL INDUSTRIES LTD.) 
1999.09.10 

XSR^ffc* ittlC, Working Exampe 4-14 
& EP 1058541 Al & JP 11-315034 A 
& CA 2318446 A & AU 9927451 Al 
& ZA 9901706 A & BR 9908474 A 
& LV 12585 B & LT 4800 B 
& NO 2000004350 A 


1-6 1 



roj BfflicisBs*, s^cwx-rsxfi* 



iTj B»UWBXtt«tea*R:^*4iifc*»T?4>oT 

IYJ q»'fcBBa©*>5**fC*-3-C» S^5CfStt#,©lW 
±©X^fc©, iS«»fcko-c6WC*>6a^*fc 

i&j B-^fyh77? y-*a 



2 0. 0 5. 0 2 


■MEMeMB 0406.0^ 


: 0#B«$ff/T (i sa/j p) 

»«#■§■ 1 0 0-8915 
JitSS^Fft ffl ES8*s HHT § 4#3-^ 


?HS## 03-3581-1101 F> 


4C 


9284 


10 3 4 5 2 



WSCPCT/I SA/2 1 0 <*2*«— (1 9 9 8^7^) 



mmmm^ pct/jpo 2/0240 4 



c (tfcg) . 



P X WO 01/60410 AKTAKEDA CHEMICAL INDUSTRIES LTD.) 
2001.08.23 

& JP 2001-316296 A 



1 -6 1 



flttPCT/ISA/2 10 <*2-<-S*B«*) (1 9 9 8*7J3) 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
Q'FADED TEXT OR DRAWING 

SLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 




